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Subcutaneous panniculitis-like T-cell lymphoma (SPTL) is a rare subgroup of primary cutaneous T-cell lymphoma with major manifestation in the subcutaneous tissues \[[@B1]\]. Histologically, SPTL is characterized by infiltration of pleomorphic T cells in the subcutis, mimicking lobular panniculitis \[[@B2], [@B3]\]. Given clear differences in disease outcome the World Health Organization-European Organization for Research and Treatment of Cancer (WHO-EORTC) classification for cutaneous lymphomas defines as SPTL only cases with an α/β+ T-cell phenotype and a usually indolent clinical course. In contrast, the aggressive γ/δ+ form of cutaneous T-cell lymphomas with frequent subcutaneous involvement was separated as a distinct entity \[[@B2]\]. We describe complete disease remission in a 63-year-old woman with primary cutaneous α/β-type SPTL following treatment with bexarotene and prednisone. In light of a lack of standard treatment for SPTL, we describe our experiences with using bexarotene as a first-line therapy and its efficacy in α/β-type SPTL.

Case Report {#sec1_2}
===========

A 63-year-old woman presented with painful subcutaneous nodules bilaterally on her upper thighs (**fig. [1a](#F1){ref-type="fig"}**). She had B-type symptoms of fever and night sweats. Histologically, a first biopsy specimen was diagnosed as lobular panniculitis. The patient had a history of tachycardiac arrhythmias, mild depression and hyperlipidemia. No other diseases were known. Without evidence of pancreatitis, alpha 1-antitrypsin deficiency, or lupus erythematosus, the lesions were initially diagnosed as idiopathic panniculitis. Initial treatment with systemic prednisone of up to 100 mg per day and NSAIDs like ibuprofen led to some improvement without remission. Additional histopathology taken 8 months after onset of disease revealed dense lobular lymphocytic infiltrates rimming around adipocytes (**fig. [2a, b](#F2){ref-type="fig"}**) with the infiltrates staining positively for CD3, CD8 (fig. [2c, d](#F2){ref-type="fig"}), perforin, TIA-1, and negatively for CD4, CD5, CD56. Complete staging, including CT of thorax and abdomen and head MRI revealed no systemic involvement. No infiltration was found in bone marrow biopsy. T-cell receptor polymerase chain reaction (PCR) from skin biopsy was performed by a reference laboratory and revealed clonality as well as an α/β phenotype. The combination of clinical findings, histopathology and molecular biology prompted us to make the diagnosis of primary α/β SPTL.

The patient was started on a treatment of 150 mg/day bexarotene and 80 mg/day prednisone. Bexarotene was increased to 300 mg/day while prednisone was tapered in step-wise fashion. Clinically, a rapid improvement was observed after initiation of treatment (fig. [1b](#F1){ref-type="fig"}). After 14 months complete remission was achieved and bexarotene was discontinued. In the following 2 years two recurrences occurred. For the first recurrence, bexarotene alone was given for 4 months, after which a complete remission was seen. Bexarotene alone was again reintroduced for the second recurrence and clinical improvement but no complete remission is currently observed after a follow up of 5 months.

Discussion {#sec1_3}
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SPTL was first described in 1991 by Gonzalez et al. as a distinct form of cutaneous lymphoma characterized by subcutaneous tissue localization, aggressive clinical course and frequent association with hemophagocytic syndrome \[[@B4]\]. Clinical manifestations involve multiple nodular skin lesions or plaques on the extremities or trunk. Systemic symptoms such as fever, weight loss and fatigue may also be present. There are two distinct types of SPTL with very different disease outcome. In a study of 83 cases of SPTL, patients with α/β+ T-cell phenotype had an indolent clinical course with a five-year survival of 82% \[[@B1]\]. In the same study, patients with γ/δ+ T-cell phenotype showed a more aggressive disease with extracutaneous dissemination, and the five-year survival was 11%. This clear difference in clinical outcome necessitates development of separate therapeutic strategies for each type of SPTL.

Bexarotene is a retinoid that selectively activates the retinoid X receptors (RXR) \[[@B5]\]. In a clinical trial with heavily pretreated refractory cutaneous T-cell lymphoma (CTCL) patients, bexarotene treatment resulted in a response rate of 54% in early-stage CTCL and 45% in advanced-stage CTCL patients \[[@B6]\]. Side effects of bexarotene treatment include elevation in lipid and cholesterol levels and hypothyroidism at higher doses. Thus, patients on bexarotene need to be closely monitored for toxicity, and lipid-lowering medications and levothyroxine might be necessary.

Currently there is no standardized therapy for α/β SPTL. A number of treatment strategies including chemotherapy, systemic corticosteroid therapy, local radiotherapy and surgery have been reported with various success rates \[[@B7], [@B8], [@B9], [@B10]\]. In a study of 63 patients with α/β SPTL, 31 patients were treated with cyclophosphamide, doxorubicin, vincristine, and prednisone (CHOP) or similar chemotherapy and 19 patients showed complete remission. Sixteen of 24 patients went into complete remission after they were given less aggressive initial treatments, including combinations of prednisone, chlorambucil, methotrexate, cyclophosphamide, interferon-?, and gemcitabine \[[@B1]\]. However, no chemotherapeutic regimen tried so far has been able to cure SPTL.

We present the first report of complete remission in a SPTL patient with combined bexarotene and prednisone treatment. It is not possible to clearly assess the contribution of each substance to the therapeutic effect. But the fact that a prior therapy with prednisone and NSAIDs did not result in complete remission substantiates the contribution of bexarotene. Furthermore, after discontinuation of treatment, the patient presented with a relapse of SPTL, but went into remission when monotherapy with bexarotene was restarted. In comparison to the dosage used to treat mycosis fungoides, the patient showed remission with relatively low daily doses of 300 mg/day of bexarotene. Studies have demonstrated that bexarotene is generally well tolerated at the lower doses (150--300 mg/day), which results in limited toxicity \[[@B11]\]. Low toxicity makes bexarotene a less aggressive and, taking into consideration the indolent nature of SPTL, potentially a better initial therapy, as compared to CHOP or methotrexate. Patients with SPTL are known to suffer numerous relapses after establishing complete remission. For patients who tolerate bexarotene well, continuous low-dose treatment might be utilized after complete remission to maintain the disease-free state.
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![**a** On admission painful erythematous plaques were observed on the upper medial thighs bilaterally. **b** After seven months of treatment with bexarotene and prednisone, infiltration and reddening of the skin were no longer present, leaving atrophy of the subcutaneous tissue.](cde-0004-0056-g01){#F1}

![**a**, **b** H&E staining of lesional skin reveals dense lymphocytic infiltration of adipose tissue with classical rimming of atypical lymphocytes around adipocytes. **c**, **d** The infiltrates were determined to be cytotoxic lymphocytes with positive immunohistochemical staining for CD3 and CD8, respectively.](cde-0004-0056-g02){#F2}
